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学位論文要旨
AbstmctT11ispaperestablishedaphysiologicalpham】acokineticmodelofbasicdrugsonthe
basisoftheirlipophilicity,andtheirpharmacokineticpammeterswercp定dictedinhumanslilomthe
regressionequationsbetweentheirlipOphilicityandphannacokineticparametelsmmbbits・
ApplicationoftheirpKh,Poctandfbvaluescnabledustoprcdictdispositionkineticsofun1mown
basicdrugsinman・
nlispaperalsodescribedthestudiesonthemechanismofsubceUulardistributionoflipophiUc
weakbases・Althoughthetissuedistributionofbasicdmgsappearedtodeclcasewithtimesimply
inparallelwiththeirplasmaConcentration,theirsubceUulardistributioninvarioustissuesexhibited
avalietyofpattems・Basicdrugsweredistributedwidelyinvarioustissues,butwereconcentraにd
inlunggranulefraction,wheretheaccumulationwasdependentondmglipophiUcityand
lysosomaluptake・Astheplasmaconcentrationofdmgsdecreasedaftermaximumlevcl,the
contributionoflysosomestothesubcellulardistributioninclcased・Theuptakeofbasicdmgsinto
lysosomesdependedbothoMheintralysosomalpHandonthedruglipophilicity・Asthe
lipOphilicityofthebasicdrugsincreased,theyaccumulatedmolethanthevaluespredictedfiDmthe
pHpartitiontheoryandraisedtheintralysosomalpHmorepotenUy,probablyowingtotheir
bindingwithlysosomalmembraneswithorwithoutadditionalintralysosomalaggregationmese
phenomenashouldbeconsideledasabasisofdmginteractioninclinicaltreatments．
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